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AB Title compds. I [wherein Rl, R2 = OH or (cyclo) alkoxy ; R3 , R31 = H or 

alkyl; R4 = OH, alkoxy or alkylcarbonyloxy; R5 = H or alkyl; R6 = H, halo, 
alkyl or alkoxy; R7 = (un) substituted NH2 ; etc., or their salts and the 

N-oxides, and the salts of the N-oxides] were prepared as PDE4 inhibitors. 
For instance, II (R = OH) was synthesized by hydrolysis of its ester II (R 
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= OAc) with Cs2C03 in methanol. Representative I, including II (R = OH), 
were found to inhibit PDE4B2 with pIC50 values of 6.42 - 9.02. Therefore, 
I and pharmaceutical compns. thereof are useful for treating PDE-mediated 
disorders, such as respiratory diseases. 
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(inhibitor; preparation of amido-substituted phenylphenanthridines as PDE4 
inhibitors for the treatment of respiratory diseases) 
RN 865306-83-8 CAPLUS 

CN Benzamide, 4- [ (2R, 4aR, lObR) -2- (acetyloxy) -1, 2, 3, 4, 4a, 1 Ob-hexahydro-8 , 9- 

dimethoxy-6-phenanthridinyl] -N- [2- (4-morpholinyl) ethyl] -, rel- (CA INDEX 
NAME) 
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AB Title compds . I [Rl, R2 = independently OH and F-substituted/cyclo/alkoxy, 
2 , 2-dif luoroethoxy, etc.; R1-R2 = alkylenedioxy ; R3 , R31 = independently 
H, alkyl; R4 = H, alkyl, 0R41; R5 = 0R51; R41, R51 = independently H, 
alkoxy/hydroxy/F-substituted/alkyl, alkylcarbonyl ; R6 = H, halo, alkyl, 
alkoxy; R61 = H, alkoxy/alkyl ; R7 = cycloalkyl, (un) substituted alkyl, 3-7 
membered fully saturated heteriocyclyl, etc.; their N-oxides, and their salts] 
were prepared as effective PDE4 inhibitors for treating respiratory 
diseases. Thus, acylation of amine rac-II with methoxyacetic acid and 
saponification gave phenanthridine rac-III. Selected I inhibited PDE4 with 

-log 

IC50 values in the range of 8,42 to 9.73 mol/1. 
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PA Altana Pharma AG, Germany 
SO PCT Int. Appl., 71 pp. 
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carbonylaminophenyl ) phenanthridines as PDE4 inhibitors) 
RN 1044694-13-4 CAPLUS 

CN Butanediamide, Nl- [3- (9-ethoxy-l, 2,3,4, 4a, 10b-hexahydro-2-hydroxy-8- 
methoxy-6-phenanthridinyl ) phenyl ] - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl = OH, alkoxy, cycloalkoxy, etc.; R2 = OH, 

cycloalkylmethoxy , cycloalkoxy, etc. or Rl and R2 together form 

alkylenedioxy group; R3 = H or alkyl; R4 = 0R9 and R5 = H or alkyl or R4 = 
H or alkyl and R5 = 0R9 ; R6 = H or alkyl; R7 = (un ) substituted guanidinyl; 
R8 = H, halo, nitro, etc.; R9 = H, alkyl, alkoxyalkyl, etc.] and their 
pharmaceutically acceptable salts, are prepared and disclosed as 
phosphodiesterase 4 (PDE4) inhibitors. Thus, e.g., II was prepared by 
coupling of 4- ( (2RS, 4aRS, 1 ObRS ) -2-acetoxy-8 , 9-dimethoxy-l , 2, 3, 4, 4a, 10b- 
hexahydro-phenanthridin-6-yl ) -benzoic acid with the rasp, guanidinyl 
derivative followed by hydrolysis. The activity of I was evaluated using 
scintillation proximity assays and it was revealed that selected compds. 
of the invention displayed -log IC50 values higher than 7.5. I as 
inhibitor of PDE4 should provide useful in the treatment of respiratory 
disorders. Pharmaceutical compns. comprising I are disclosed. 
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Schmidt, Beate; Flockerzi, Dieter; Hatzelmann, Armin; Zitt, Christof; 
Barsig, Johannes; Marx, Degenhard; Kley, Hans-Peter; Kautz, Ulrich 
PA Altana Pharma A.-G., Germany 
SO PCT Int. Appl., 72 pp. 
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RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of guanidinyl hydroxyphenylphenanthridines as PDE4 inhibitors) 

862993-72-4 CAPLUS 

Benzamide, N- [ (diethylamino) iminomethyl] -4- [ (2R, 4aR, lObR) -9- 
(dif luoromethoxy ) -1,2,3,4, 4a, 10b-hexahydro-2-hydroxy-8-methoxy-6- 
phenanthridinyl] -, rel- (CA INDEX NAME) 



Relative stereochemistry. 
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AB The title compds. I [wherein Rl and R2 = independently OH, alkoxy, 

cycloalkyloxy, cycloalkylmethoxy, or fluorinated alkoxy; or Rl and R2 
together form alkylenedioxy; R3 = H or alkyl; R31 = H or alkyl; R4 = H, 

alkyl, fluorinated alkyl, alkoxyalkyl, hydroxyalkyl , or alkylcarbonyl ; R5 
= H or alkyl; R6 = H, alkyl, CF3, alkoxy, fluorinated alkoxy, 
cycloalkyloxy, cycloalkylmethoxy, H, N02, CN, OH, alkylcarbonyloxy, NH2, 
alkylamino, dialkylamino, Ph, Ph-alkyl, alkylcarbonylamino, PhO, or 
(un ) substituted C02H; R7 = H, alkyl, OH, halo, alkoxy, fluorinated alkoxy, 
cycloalkyloxy, cycloalkylmethoxy, or (un) substituted C02H] or salts, 
N-oxides, or salts of the N-oxides thereof are prepared as phosphodiesterase 
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(PDE) 4 inhibitors. For example, the compound II was prepared in a multi-step 
synthesis. I showed inhibitory activity with "-loglCSO" of 7.09 to 9.74 

against human PDE4. I are useful for the treatment of respiratory 
disorders or dermatosis (no data) . 
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(Uses) 

(drug candidate; preparation of phenanthridine derivs. as PDE-4 inhibitors) 

RN 669000-72-0 CAPLUS 

CN Acetamide, N- [4- [ (2R, 4aR, lObR) -2- (acetyloxy) -1, 2, 3, 4, 4a, 1 Ob-hexahydro-8 , 9- 
dimethoxy-6-phenanthridinyl ] phenyl ] -, rel- (CA INDEX NAME) 

Relative stereochemistry. 




OSC.G 10 THERE ARE 10 CAPLUS RECORDS THAT CITE THIS RECORD (10 CITINGS) 
RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



±-Q^l-^f8 10591480 



